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DETAILED ACTION 

1. Applicant's amendments, remarks, and drawings, filed 
6/20/05, 6/24/05, and 7/18/05, are acknowledged. In view of the 
amendments the previous rejections under the second paragraph of 
35 U.S.C. 112 have been withdrawn. 

2. Claims 14-24, and newly added Claims 25 and 26, are pending 
and under examination. 

3. The specification stands objected to for the introduction 
of new matter into the specification. In the amendment, filed 
1/22/03, Applicant removed the word "mature" from the Brief 
Description of Figures 2A and 2B. Said removal changes the 
scope of the description, thus, comprising the introduction of 
new matter into the specification. 

Applicant argues that amending the specification to conform 
to the figures does not comprise new matter and that such a 
change is readily recognized by comparing the figures of the 
instant application to Figure 32A in WO 92/11018. 

Applicant is advised that the changes to the figures are 
acceptable because the double underlining of certain amino acid 
residues conforms to the parent application as filed. However, 
it is noted that the parent application as filed and as issued 
includes the word "mature" in the Brief Description of Figures 
2A and 2B. Regarding what would be readily recognized by 
comparing the figures of the instant application to Figure 32A 
in WO 92/11018, obviousness is not the standard for the 
introduction of new matter into an application. To incorporate 
material by reference, the host document must identify with 
detailed particularity what specific material it incorporates 
and clearly indicate where the material is found in the various 
documents. Given that WO 92/11018 comprises 141 pages, and 55 
sheets of figures, the mere references to the jumbo document in 
the instant specification cannot be considered specific or 
particular . 

4. The following is a quotation of the first paragraph of 35 
U.S.C. 112: 

The specification shall contain a written description of the invention, and 
of the manner and process of making and using it, in such full, clear, 
concise, and exact terms as to enable any person skilled in the art to 
which it pertains, or with which it is most nearly connected, to make and 
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use the same and shall set forth the best mode contemplated by the inventor 
of carrying out his invention. 

5. Claims 17 and 21-23 stand rejected under 35 U.S.C. 112, 
first paragraph, because the specification, while being enabling 
for, 

a humanized immunoglobulin comprising a V L of SEQ ID NO: 6 

and a V H of SEQ ID NO: 8, 

does not reasonably provide enablement for, 

a humanized immunoglobulin comprising a V L of SEQ ID NO: 6 

and a V H having at least 90% sequence identity to SEQ ID NO: 8. 

As set forth previously, A review of the specification discloses just 
one functional humanized antibody of the claims, HuZAF . HuZAF appears to consist of 
the V L of SEQ ID NO: 6 and a V H of SEQ ID NO: 8; no examples comprising changes to the V H 
of SEQ ID NO: 8 are disclosed. A further review of the specification discloses that 
the specification discourages said changes. 

"Usually the CDR regions in humanized antibodies are substantially identical, 
and more usually, identical to the corresponding CDR regions in the mouse antibody 
from which they were derived. Although not usually desirable, it is sometimes possible 
to make one or more conservative amino acid substitutions of CDR residues without 
appreciably affecting the binding affinity of the resulting humanized immunoglobulin. 
Occasionally, substitutions of CDR regions can enhance binding affinity." "Other than 
for the specific amino acid substitutions discussed above, the framework regions of 
humanized immunoglobulins are usually substantially identical, and more usually, 
identical to the framework regions of the human antibodies from which they were 
derived. Of course, many of the amino acids in the framework region make little or no 
direct contribution to the specificity or affinity of an antibody. Thus, many 
individual conservative substitutions of framework residues can be tolerated without 
appreciable change of the specificity or affinity of the resulting humanized 
immunoglobulin", (page 11) . 

A reasonable interpretation of these teachings is that while certain amino acid 
substitutions are tolerated, they are not advised, and certainly multiple 
substitutions, particularly within the CDRs, would not be expected to produce a 
functional antibody. 

Note that the polypeptide sequence of SEQ ID NO: 8 is 135 amino acid residues 
long; accordingly, said sequence could incorporate 13 substitutions and still fall 
with the 90% variation allowed for the antibody of Claim 17. Further note that there 
is no limitation as to which residues can be substituted and which cannot. Thus, an 
antibody absent all of the amino acids of CDR1 (5 residues long) and all of the 
residues of CDR3 (8 residues long) could be encompassed by the claims. Clearly, by 
Applicant's own teachings, such an antibody would not be expected to bind IFNy and 
thus, would not be enabled for its intended use. Also note that the specification 
includes essentially no specific guidance as to which amino acid residues can be 
substituted and which cannot. Accordingly, the skilled artisan is left with only the 
method of trial -and- error in determining which amino acids might be substituted and 
which might not. As methods of trial-and-error comprise no particular expectation of 
success, said methods are considered to be unpredictable and requiring of undue 
exper imentat ion . 

A review of the prior art shows that substituting amino acids within an 
antibody H chain can be highly unpredictable and generally produces a non- functional 
antibody. See, for example, Chen et al . (1992). The reference teaches that when 46 
random point mutations were introduced into an antibody, 20 non- functional antibodies, 
6 reduced- function antibodies, and no increased- function antibodies were produced. 
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The reference further teaches that as the number of mutations increases, so does the 
percentage of non- functional antibodies. 

Accordingly, given the teachings of both the specification and the prior art, 
it is the Examiner's position that the limited disclosure of the instant specification 
is insufficient support for the antibodies of the instant claims. In view of the 
quantity of experimentation necessary, the lack of sufficient working examples, the 
unpredictability of the art, and the lack of sufficient specific guidance in the 
specification, it would take undue trials and errors to practice the claimed 
invention. 

Applicant's arguments, filed 6/20/05, have been fully 
considered but they are not persuasive. Applicant argues that 
the specification provides significant guidance regarding the 
claimed antibody variants, particularly which amino acid 
residues are tolerant and which are intolerant to change. 
Applicant argues that the nonfunctional antibodies of Chen et 
al . comprised substitutions in the CDR regions and that 
substitutions in the framework regions would produce fewer 
nonbinding variants. Applicant states that nonbinding 
antibodies in which an entire CDR is substituted would not be 
encompassed by the amended claims. 

The teachings of the specification are noted, however, it 
is also noted that the claims as written would encompass 
antibodies in which virtually all of the intolerant amino acid 
positions (except position 11) are substituted. Said antibodies 
are not enabled for the binding of IFNy- Regarding Chen et al., 
Applicant's arguments do not reflect the fact that the claims 
encompass antibodies in which as many as 13 amino acid residues 
in a single chain are mutated. And the claims do not recite the 
limitation, at least implied by Applicant's arguments, that the 
variations would be largely found only in the framework regions 
of the claimed antibodies. Indeed, again note that only 
position 11 need be held constant (and this single limitation is 
newly added). Regarding Applicant's statement that nonbinding 
antibodies are not encompassed by the amended claims, nonbinding 
antibodies would not have been encompasses by the original 
claims either. And note that the teachings of Chen et al . , as 
well as Applicant's arguments, concern antibodies comprising 
relatively few amino acid substitutions, yet the antibodies of 
the claims encompass up to 13 substitutions. Clearly the 
specification provides insufficient enablement regarding these 
highly substituted variants. 

Applicant argues that using phage display technology 
millions of nucleic acid variants can be screened 
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simultaneously. 

While on the face of it millions of variants would seem to 
be substantial, millions comprise an insignificant percentage of 
the number of variants encompassed by the instant claims. Each 
of the 13 6 residues in the chain can comprise 2 0 different amino 
acid residues. Multiply this by the fact that the chain can 
comprise 1 to 13 substitutions, and multiply again by all 
possible combinations of substituted positions. It becomes 
clearly apparent that the number of possible antibodies 
encompassed by the instant claims is difficult to even 
calculate . 

Applicant argues that the instant circumstances are 
analogous to those in In re Wands wherein the invention was 
found to be enabled. 

In re Wands involved an assay wherein an antibody with a 
binding affinity of at least 10 9 M" 1 was required. First note 
that just a single antibody would be required to make the assay 
functional (and enabled) . Next note that Applicant was in 
possession of at least 143 hybridomas all of which produced high 
binding antibodies. Of 9 high binding antibodies subject to 
further analysis, 4 comprising binding affinities of at least 10 9 
M" 1 were identified. It is the Examiner's position that this 
fact pattern is not analogous to that of the instant application 
wherein a product comprising essentially uncountable variations 
is claimed. 

6. Claims 17 and 21-23 stand rejected under 35 U.S.C. 112, 
first paragraph, as containing subject matter which was not 
described in the specification in such a way as to reasonably 
convey to one skilled in the relevant art that the inventor, at 
the time the application was filed, had possession of the 
claimed invention. 

As Set forth previously, There is insufficient written description to 
show that Applicant was in possession of a V H having at least 90% sequence identity to 
SEQ ID NO: 8. 

The specification discloses only the V H of SEQ ID NO: 8. The claims however, 
encompass an essentially unlimited genus of substituted antibodies, none of which are 
disclosed. As the specification fails to disclose which amino acid residues might 
accept which substitutions, and which might not, it is clear that the specification 
discloses only the required function of the antibody of the instant claims, and not 
its actual structure. Accordingly, one of skill in the art would conclude that the 
specification fails to disclose a representative number of species to describe the 
claimed genus. See Eli Lilly, 119 F.3d 1559, 43 USPQ2d 1398. 
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Applicant's arguments, filed 6/20/05, have been fully 
considered but they are not persuasive. Applicant argues that 
the recitation in the instant claims of 90% sequence identity to 
SEQ ID NO: 8 and the requirement that position Hll comprise the 
same residue as the mouse AF2 antibody comprises sufficient 
structural features to adequately described the claimed 
antibodies . 

It is the Examiner's position that 90% sequence identity 
does not comprise a structural feature. This becomes readily 
apparent when the skilled artisan envisions exchanging 10% of 
the amino acid residues with residues such as prolines which can 
radically alter the structural shape of any protein. One could 
also envision the substitution of polar residues for nonpoplar 
residues or small residues for large or bulky ones, again, 
radically altering the structural shape of any protein. Clearly 
then, percent sequence identity cannot be considered to be a 
structural limitation. Regarding the Hll limitation, said 
single newly added limitation is insufficient to describe an 
antibody chain comprising up to 13 substitutions. 

7. Claims 14-23 stand rejected under 35 U.S.C. § 112, first 
paragraph, as the specification does not contain a written 
description of the claimed invention, in that the disclosure 
does not reasonably convey to one skilled in the relevant art 
that the inventor (s) had possession of the claimed invention at 
the time the application was filed. This is a new matter 
rejection. 

AS set forth previously, The specification and the claims as 
originally filed do not provide support for the invention as now claimed, 
specifically, the recitation of " mature light chain variable region" in Claims 14, 15, 
and 17. 

Applicant's amendment, filed 1/22/03, asserts that support for the new 
limitation "is readily apparent" from comparing the sequences of Figures 1A and 2A in 
the instant specification and Figure 32A in WO 92/11018. Applicant indicates that the 
WO document has been incorporated by reference. 

Applicant is advised that the sequence of Figure 32A in the WO document is 
neither the sequence of Figure 1A nor Figure 2A of the instant application, 
accordingly, the sequence of the WO document cannot support any changes to the 
description of the sequences of the instant application. Further, the generic 
"incorporation by reference" of the jumbo WO document would still be insufficient in 
the instant case as the WO document is not cited in the instant specification in the 
context of describing a description of the sequences of SEQ ID NOS:2 or 6 of the 
instant application. 
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Applicant's arguments, filed 6/20/05, have been fully 
considered but they are not persuasive. Applicant argues that 
support for the limitation can be found in original Claim 6 and 
also cites Figures 30A and B of WO 92/11018. Additionally, it 
is argued that the mature variable region is inherent to the 
claimed antibody as shown in Figure 4 of the instant 
application, and specifically, "applicant's were in possession 
of expressed mouse antibody AF2". 

Original Claim 6 of the instant application recites a 
"chain having 90% sequence identity to the mature light chain of 
SEQ ID NO: 6", and not the "mature light variable region of SEQ 
ID N0:2" of the instant claims. The teachings of WO 92/11018 
have been discussed above, in particular, given that WO 92/11018 
comprises 141 pages, and 55 sheets of figures, the mere 
references to the document in the instant specification cannot 
be considered specific or particular. Regarding Figure 4, mouse 
antibody AF2 is not the antibody of the instant claims. 

8. The nonstatutory double patenting rejection is based on a 
judicially created doctrine grounded in public policy (a policy 
reflected in the statute) so as to prevent the unjustified or 
improper timewise extension of the "right to exclude" granted by 
a patent and to prevent possible harassment by multiple 
assignees. See In re Goodman, 11 F.3d 1046, 29 USPQ2d 2010 
(Fed. Cir. 1993); In re Longi, 759 F.2d 887, 225 USPQ 645 (Fed. 
Cir. 1985); In re Van Ornum, 686 F.2d 937, 214 USPQ 761 (CCPA 

1982); In re Vogel , 422 F.2d 438, 164 USPQ 619 (CCPA 1970) ;and, 
In re Thorington, 418 F.2d 528, 163 USPQ 644 (CCPA 1969) . 

A timely filed terminal disclaimer in compliance with 37 
CFR 1.321(c) may be used to overcome an actual or provisional 
rejection based on a nonstatutory double patenting ground 
provided the conflicting application or patent is shown to be 
commonly owned with this application. See 37 CFR 1.130(b). 

Effective January 1, 1994, a registered attorney or agent 
of record may sign a terminal disclaimer. A terminal disclaimer 
signed by the assignee must fully comply with 37 CFR 3.73(b) . 

9. Claims 14-24, and newly added Claims 25 and 26, stand/are 
rejected under the judicially created doctrine of obviousness- 
type double patenting as being unpatentable over claims 1-8 of 
U.S. Patent No. 6,329,511. Although the conflicting claims are 
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not identical, they are not patentably distinct from each other 
because both sets of claims recite a humanized immunoglobulin 
version of the mouse AF2 antibody and encompass the antibodies 
encoded by SEQ ID NOS:6, 8, and 10. Note that Claims 14, 15, 
and 17 of the instant application are more generic than the 
claims of the *511 patent, i.e., they lack the limitation that 
the antibody bind human IFNy, or have just 90% sequence identity, 
however, the antibodies of the *511 patent comprise species of 
the antibodies of the instant application and render them 
obvious . 

Applicant indicates that a terminal disclaimer (TD) has 
been provided. 

A review of the 6/24/05 transmittal form shows that a TD 
was submitted and the appropriate fee was charged. A review of 
the electronic file, however, discloses no such form. 
Appropriate inquires have been forwarded to the scanning Office. 
Until such time as the TD is located and approved the rejection 
must be maintained. 

10. The following are new rejections necessitated by 
Applicant's amendment. 

11. Claims 14-23 and 25 are rejected under 35 U.S.C. § 112, 
first paragraph, as the specification does not contain a written 
description of the claimed invention, in that the disclosure 
does not reasonably convey to one skilled in the relevant art 
that the inventor (s) had possession of the claimed invention at 
the time the application was filed. This is a new matter 
rejection. 

The specification and the claims as originally filed do 
not provide support for the invention as now claimed, 
specifically: 

A) the recitation of "a humanized immunoglobulin that 
specifically binds to human IFNy " in Claims 14 and 15. 

B) the recitation of >x a humanized immunoglobulin ... at least 
80% pure by weight " in Claim 25. 

Applicant's amendment, filed 6/24/05, asserts that support 
for new limitation A) is found at page 8, lines 35-37. Support 
for Claim 25 is assertedly found in original Claim 8 and pages 8 
and 12 of the specification. 
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Regarding A) the specification at page 8, lines 35-37 
discloses "Most preferably, the object species is purified to 
essential homogeneity (contaminant species cannot be detected in 
the composition by conventional detection methods) wherein the 
composition consists essentially of a single macromolecular 
species". The specification at page 4 discloses, "The 
humanized immunoglobulins specifically bind to the IFNy antigen 
and neutralize IFNy. Regarding B) , the specification discloses 
only, "more than about 80%" pure by weight. 

12. No claim is allowed. 

13. Applicant's amendment or action necessitated the new 
ground (s) of rejection presented in this Office action. 
Accordingly, THIS ACTION IS MADE FINAL. See MPEP § 706.07(a). 
Applicant is reminded of the extension of time policy as set 
forth in 37 C.F.R. 1.136(a). 

14. Any inquiry concerning this communication or earlier 
communications from the examiner should be directed to Dr. 
Gerald Ewoldt whose telephone number is (571) 272-0843. The 
examiner can normally be reached Monday through Thursday from 
7:30 am to 5:30 pm. A message may be left on the examiner's 
voice mail service. If attempts to reach the examiner by 
telephone are unsuccessful, the examiner's supervisor, Christina 
Chan can be reached on (571) 272-0841. 

Please Note: Information regarding the status of an 
application may be obtained from the Patent Application 
Information Retrieval (PAIR) system. Status information for 
published applications may be obtained from either Private PAIR 
or Public PAIR. Status information for unpublished applications 
is available through Private PAIR only. For more information 
about the PAIR system, see http://pair-direct.uspto.gov. 
Should you have questions on access to the Private PAIR system, 
contact the Electronic Business Center (EBC) at 866-217-9197 
(toll-free) . 




G.R. Ewoldt, Ph.D. 
Primary Examiner 
Technology Center 1600 



